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^-g^^iX-CV^S (J. Immunol., 155, p285-96 (1995)S.TJ« Br. J. PhannacoL, 144, p598-601 
(1995)) „ 

i^tc, CRACC nP^&m^ (Am, J. Physiol., 269, C733-8 (1995)) RXJ^±^m^ (J. 
Biol. Chem., 270, pl69-75 (1995)) Kh^^-r^^t^^^htlX\^^^o P^^^H^^^^i^ 

(Am. J. Physiol., 261, C889-896 (1991)) . CRACC ^K^Mt^P^^fi&fl^(Om-^T ?>ff^^ 
t hn^^nX:tSV) (Br. J. Pharmmacol., 133, p861-8 (1994)) , CRACC Pl^^Jfi^tt 

m^x^ CRACC mmmii^m^^miimm. rww^-ttm. m 
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^^m^^n. cRAcc ^misim^m.^\^. ^m^m^mBs ruju^-^mmiD 
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jSM : 10.60, 12.90 ISCU- 17.24o 
^fc. DSC ^^tfrT*. aMM^Bt*^ 196'C(onset : "9 
l^-iJ^^*t-5. /3^^tt 172~174'C#jfil-+Bife^4{-#5^/K.Ct'-i5'^^l-. H 
IC**) 196"t: (onset) |J:f|R®lt5ltr—^%^-r So fiP*>s a j3 ^-rtt 195~ 
198*0 (onset) l::flft0illXl^— ^Sr^-TS, 

aM-S.t>* /3 MV^-f iXOJ^^B 'i> 5 ~ 6 0 X,X(p-f^ <thZ^^ fii\t.^-^X^ K) > Wi^^e 
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fi3o~6o'c. j:«5^j*L<« 40-50 'CT-^iptaTt-^^^-i^ 0 mmwT?> w ^ 
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/jj^ttsr^ufco tigoT. ^m'^t-^'^^^^-r^mmit. cracc ^ il-2 <7>M-^i-§T 
±mm^-^(Dmmmt. f^^xm i i-ib^<^ cracc ^mi^mRxf- il-2 m^mi¥m^ 

in vitro (Dfi^. M(-'^W^>«S(^<-^^6<J^S^T'/^T'fe^ W^^^^itF^^f^^ttP 
mX'^^Xh^^\ 4,6-v?^f^/l'-4'-[3,5-K~:^(h y :7/P;e-ci^^/W)-lH-t''^y 

e^^/ix^iris-g-^tiSo u^mn. nm^'^^x. y^mmmimu m^it:^'rrv 
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2>„ :L(Dx^^j:m^mi^. :^hi^^mim. mmm. mmni. %<mk ^wcm. 

pH i^^^j. mmm. i^B^t^^j. mvim. ^mm'^m^mm^m:jtmM^tix\^^x 

n^ibK ii^, ^PS-^fT)^'^. ^Al B^lTcO 0.001 mgAcgJbMlO mg/kgU&Xh 
^A 1 iHlS Ac 0.0001 mg/kg 1 mg/kg (^^ffl-C IBi^l lHl7JrS^|gCllliS4-i-5o 

m 1 4.6- v?p< ^/V'-4'-[3,5- If h y T'/V:*- u ^ ^/W'VIH- f 7 /^-l-Y =1=^1^ 
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Tny K(D/3^f0O*^*XMlEltlTlllo 

HI 4 4,6- ^/w-4'-[3,5- h y 7/V';i-c3 p< ^/v)-iH- f 7 y— yw-l-Y /W]— =i 

m^'X.mm^<Dm^\-t^ ^m\^m\i^n^\^t:.^n t MAC Science 
MXP18TAHF22 S^fflV^. : 10, *^nM : 350 mA. : 45 kV. ^l^Z^^) > 

^f^m : 0.020° . jfe^ii^ : 3.0° /min. i^ft : 1.54056A> ^S^ffl (2 6 ) : 5~ 
40° 0^#T'fTofCo 

:^^3fe^f^» (DSC) S.tJ«f^®» (TG) (DffliJ^fi, TA Instruments ^fciJl DSC2910 IBl 
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FAB-MS(Pos.) : m/z 429[(M+H)*] ; NMR(DMSO-d6) 6 : 2.41 (3H, s), 2.49 (3H, s), 7.24 (IH, 
s), 7.60 (2H, d, J=8.8Hz), 7.79 (IH, s), 7.95 (2H, d, J=8.8H2), 8.58 (IH. s), 10.72 (IH. s)„ 
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/V)-lH-lf7'/-/V-W/H^='^i^T=y K<^/3M^fB (7.32 g) b-C# 

4,6- ^/V-4'-[3,5-lf;^( h y :7/W;*-n y '5^/U)-lH-l^^ /W-l-^T /H— 



8 



T/JP2003/010769 

m ^ (D m m 

2 . X MlHltff 26 C ) 5.94, 9.94. 15.64, 15.88, 18.48, 20.04 RX^ 20.76 O 

3 . I^M X i^Hl^-C 2 e C* ) 10.60, 12.90 RXJ 17.24 O f - ^ ^m^^m^^ 1 IB^ 

4 . DSC ^^-tff 195~198t:(onset)(C||*i®l|X t°— ^^i-^lf 1 ISit<^*§^o 

5 . DSC ^mx- 195~198^(onset)(Cf^SiI|X ^^-T^n^km 2 IB^(D^0^b„ 

6 . DSC ^=fcff-C 195~198t:(onset)tCf^®l|X t°— ^W-T SfS*^ 3 ia^(O^Ao 



wo 2004/020433 




9 




1/4 




2/4 




3/4 



m ^mm (mm 




4/4 



INTERNATIO] 



SEARCH REPORT 



International application No. 

PCT/JP03/10769 



A. CLASSIFICATION OF SUBJECT MATTER 

Int.Cl^ C07D401/12, A61K31/4439, A61P1/04, 1/06, 1/18, 11/06, 

13/12, 17/00, 17/06, 19/02, 29/00, 35/00, 37/02, 37/06, 

37/08, 39/00, 43/00 
According to International Patent Classification (IPC) or to both national classification and IPC 


B. FIELDS SEARCHED 


Minimum documentation searched (classification system followed by classification symbols) 

Int.Cl' C07D401/12, A61k31/4439, A61P1/04, 1/06, 1/18, 11/06, 

13/12, 17/00, 17/06, 19/02, 29/00, 35/00, 37/02, 37/06, 
37/08, 39/00, 43/00 


Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 
Jitsuyo Shinan Koho 1926-1996 Jitsuyo Shinan Toroku Koho 1996-2003 
Rokai Jitsuyo Shinan Koho 1971-2003 Toroku Jitsuyo Shinan Koho 1994-2003 


Electronic data base consulted during the international search (name of data base and, where practicable, search terms used) 
CAPLUS/REGISTRY (STN) 


C. DOCUMENTS CONSIDERED TO BE RELEVANT 


Category* 


Citation of document, with indication, where appropriate, of the relevant passages 


Relevant to claim No. 


X 


EP 1024138 Al (YAMANOUCHI PHARMACEUTICAL CO., 
LTD. ) , 

02 August, i2000 (02.08.00), 
Claim 19; Par. No. [0026]; example 36 
& WO 99/19303 Al & AU 9887139 A 
& AU 9894593 A & CN 1218046 A 
& JP 11-240832 A & KR 99037018 A 
& BR 9803883 A & NO 200001907 A 
& US 2001/0011090 Al & RU 2185381 C2 


1-7 


X 


JP 2000-256358 A. (YAMANOUCHI PHARMACEUTICAL CO. 
LTD. ) , 

19 September, 2000 (19.09.00), 
Par. Nos. [0009], [0010], .[0012], [0032]; 
examples 6, 28, 112 
(Family: none) 


1-7 


1 1 Further documents are listed in the continuation of Box C. 


1 1 See patent family annex. 




♦ Special categories of cited documents: 

"A** document defining the general state of the art which is not 

considered to be of particular relevance 
"E** earlier document but published on or af\cr the international filing 

date 

"L'* document which may throw doubts on priority claim(s) or which is 
cited to establish the publication dale of another citation or other 
special reason (as specified) 

*'0^ document referring to an oral disclosure, use, exhibition or other 
means 

*'P^ document published prior to the international filing date but later 
than the priority date claimed 


"T* later document published after the international filing date or 
priority date and not in conflict with the application but cited to 
understand the principle or theory undertying the invention 

"X** document of particular relevance; the claimed invention cannot be 
considered novel or cannot be considered to involve an inventive 
step when the document is taken alone 

document of panicutar relevance; the claimed invention cannot be 
considered to involve an inventive step when the document is 
combined with one or more other such documents, such 
combination being obvious to a person skilled in the art 
document member of the same patent family 


Date of the actual completion of the international search 
16 October, 2003 (16.10.03) 


Date of mailing of the international search report 

28 October, 2003 (28.10.03) 


Name and mailing address of the ISA/ 

Japanese Patent Office 


Authorized officer 




Facsimile No. 


Telephone No. 





Forni PCT/lSA/210 (second sheet) (July 1998) 



^aiSft-^ PCT/JP0 3/10769 



Int. CI' C07D401/12. A61K3 1/4439. A61P1/04, 1/06. 1/1 8, 
11/06'. 1 3/1 2, 1 7/00, 1 7/06, 1 9/02, 2 9/00, 3 5/00, 
3 7/0 2, 3 7/0 6, 3 7/0 8, 3 9/0 0, 4 3/00 



m^trn^itm^Hmm- mmmm-^m (i po ) 



Int. CI' C07D401/12, A61K31/4439, A61P1/04, 1/06, 1/18, 
1 1/0 6, 1 3/1 2, 1 7/0 0, 1 7/0 6, 1 9/0 2, 2 9/00, 3 5/00, 
3 7/02, 37/06, 3 7/0 8. 3 9/0 0, 43/00 



B^fflUfflfr^^^ 1926-1996^ 

e^m^Ammmmm^j:n 1971-2003^ 

0*H*ffl3&r^Sl3i^^ 1996-200 3^ 

n^^m^^mmmm-^m 1994-2003^ 



CAPLUS/REG I STRY (STN) 



EP 1024138 Al (YAMANOUCHI PHARMACEUTICAL CO. LTD. ) 2000. 08. 02 

Clairal9, [0026] Ex36^#Bi 

& WO 99/19303 Al & AU 9887139 A & AU 9894593 A 

& CN 1218046 A & P 11-240832 A & KR 99037018 A 

& BR 9803883 A & NO 200001907 A & US 2001/0011090 Al 
& RU 2185381 C2 

JP 2000-256358 A (ai:i:i^$!iMlt*^#*h) 2000.09.19 



1-7 



1-7 



[0009] . [0010] . [0012] 



[0032] Illtm28,112^ 



05 0 <D'1^\Z.^A^ ^ titcXWt. 

TYj 4#»::ra^<o&-55:SI^-CfcoT. i: fife o i fit 



16. 10. 0 3 



^8.10.03 



mmmmkm<7)^wRxj^ibX!ft 

B-^m^Vfff (I sA/j p) 

^€E## 100-8915 



4C 



3 0 3 9 



miS#-^ 03-3581-1101 3 4 5 2 



«^PCT/I SA/2 1 0 {m2^-i^) (1 9 9 8^7^) 



